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DETAILED ACTION 

Claims 1-3 are pending in tlie instant application. Claims 1-3 are rejected. 
Information Disclosure Statement 

The information disclosure statement filed on January 9, 2009 has been 
considered and a signed copy of form 1449 is enclosed herewith. It is noted that the 
references (i.e., WO 00/50395 A1 , WO 02/361 17 A1 and WO 02/059092 A1 ) which 
were striked out or not considered on the IDS filed on March 9, 2006 have now been 
considered. 

Priority 

It is noted that a copy of the JP 2003-318974 priority document has been 
received from the International Bureau of WIPO. 

Response to Arguments/Remarks 

The remarks filed on January 9, 2009 have been fully considered. In regards to 
the 35 U.S.C. 103(a) rejection of claims 1-3, Applicants' argue that both Owa et al. and 
Haneda et al. never teach or suggest that the reactions can be carried out in a mixed 
solvent of water and CI -6 alkyi acetate. This has not found to be persuasive because 
as mentioned in the office action dated September 12, 2008, "it is common practice for 
a person skilled in the art to carry out a synthesis in different solvent conditions in an 
attempt to optimize a synthesis." Also, Applicants disclose in their remarks that in 
Haneda et al. (paragraph [0020]) it is disclosed that "although there is no particular 
limitation for the solvent used for the reaction, those which dissolve the material 
substances and do not readily react with them are preferred." Owa et al. uses ethyl 
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acetate as a solvent in tlie reaction and it is also disclosed in paragraph [0020] of 
Haneda et al. that a mixed solvent can be used. One of ordinary skill in the art would 
have known that a mixture of CI -6 alkyi acetate and water could dissolve the material 
substances and would not readily react with them (i.e., could be a useful solvent in the 
reaction). Therefore, It would have been obvious to one of ordinary skill to experiment 
with different solvents and/or mixtures of solvents in an attempt to find the optimal 
reaction conditions and to arrive at the mixed solvent which is used in the instant 
invention. One of skill would also be motivated to carry out the reaction disclosed in 
Haneda et al. with a different solvent than the one disclosed In the examples (I.e., THF 
In the presence of pyridine) because it was known in the art at the time of the Invention 
that THF tends to form peroxides as mentioned in the office action dated September 12, 
2008. Applicants' also argue that it is not true that the one-pot process disclosed in 
Grassier et al. gives better yields compared to the stepwise synthesis. This argument 
has not been found to be persuasive because even if the yield of the one-pot synthesis 
disclosed in Grassier et al. is remarkably lower than that by stepwise synthesis 
according to the Applicants' calculations. Grassier et al. is still suggesting that a one-pot 
process gives better yields (I.e., page 7, lines 7 and 8). Therefore, it is not believed by 
the examiner that Grassier et al. teaches away from the one-pot process and the 
suggestion mentioned above would motivate one of skill in the art to attempt the one-pot 
process and to arrive at the instant invention. Therefore, Applicants' arguments have 
not been persuasive and the 35 U.S.G. 103(a) rejection of claims 1-3 is maintained. 
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Maintained Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the phor art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary sl^ill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1-3 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

Haneda et al. (US 2002/0128480) in view of Owa et al. (Bioorganic and Medicinal 

Chemistry Letters 12 (2002) 2097-2100) and Crassier et al. (WO 02/059092) further in 

view of http://en.wikipedia,orq/w!ki/Tetrahydrofuran . 

Determination of the scope and contents of the prior art. 
Haneda et al. discloses the synthesis of 3-Cyano-N-(3-cyano-4-methyl-1 H- 
indole-7-yl)benzenesulfonamide by dissolving 7-amino-3cyano-4-methyl-1 H- 
indole in tetrahydrofuran, and then pyridine and 3-Cyanobenzenesulfonyl 
Chloride were added thereto (page 1 1 , Example 1 ). Haneda et al. also discloses 
the production of 7-Amino-3cyano-4-methyl-1H-indole (page 8, Production 
Example 12) through the reduction of 3-Cyano-4-methyl-7-nitro-1 H-indole (page 
7, Production Example 6), which was made by dissolving 3-Formyl-4-methyl-7- 
nitro-1 H-indole (i.e. which was made by adding phosphorus oxychloride in DMF 
to 4-Methyl-7-nitro-1 H-indole in DMF, page 6, Production Example 5) in DMF and 
adding hydroxylamine hydrochloride and pyridine. 
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Owa et al. discloses the reaction of compound 6 (Scheme 1, page 2098) with 

....■..-..^...SOjCI 



in pyridine and EtOAc to produce 



Grassier et al. discloses (1 ) an indole ester of the formula II is formylated and that 
the formylation is particularly preferably carried out in DMF in the presence of 
P0CI3 (page 6, line 10), (2)theformyl ester of the formula III formed from (1) is 
reacted with hydroxylamine to give an oxime derivative of the formula IV and (3) 
the oxime of the formula IV is converted into a cyanoindole ester of the formula V 
(page 2, line 25 through page 3, line 25). Grassier et al. also discloses that in a 
particular embodiment of the process, steps (1) to (3) are carried out in situ, i.e. 
in a one-pot process (page 7, line 5) and that the one-pot process gives better 
yields compared with the stepwise synthesis. 

http://en.wikiDedia.orq/wiki/Tetrahvdrofuran discloses that THF tends to form 
peroxides on storage in air (i.e. under "Precautions"). 

Ascertaining the differences between the prior art and the claims at issue. 
Haneda et al. discloses the synthesis of 3-Cyano-N-(3-cyano-4-methyl-1 H- 
indole-7-yl)benzenesulfonamide in a different solvent (i.e. tetrahydrofuran) than 
the instant claims (i.e. a mixed solvent of water and C1-6alkyl acetate) although 
the base, reactant and product are exactly the same as the instant claims. 
Haneda et al. also discloses that the synthesis steps to make 3-Gyano-4-methyl- 
7-nitro-1H-indole are not carried out in situ although all the solvents, reagents, 
reactants and products are identical to those of the instant claims. 

Owa et al. discloses the synthesis of the A/-(7-lndolyl)-3-pyridinesulfonamide 
derivatives in a slightly different solvent (i.e. EtOAc) than the instant claims 
although the base, reactants and products are exactly the same. 

Grassier et al. discloses the synthesis to make compounds of formula V (page 3, 
line 25) as a one-pot process and with the same solvents and reagents as the 
instant claims, however, the indole derivatives are slightly different structurally 
than those of the instant claims. 



Resolving the level or ordinary skill in the pertinent art - Prima Facie Case of 



Obviousness. 
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It would have been obvious to one of ordinary skill in the art at the time of the 
invention to carry out the processes of the instant claims in view of the 
aforementioned references. It is common practice for a person skilled in the art 
to carry out a synthesis in different solvent conditions In an attempt to optimize a 
synthesis. Further, the courts have stated that changes in process conditions of 
an old process does not impart patentability in the absence of unexpected 
results. In re Boesch, 205 USPQ 215 (1980). In re Aller et al. (CCPA 1955) 220 
F2d 454. In re Dunn, 146 USPQ 479 (i.e. use of a conventional solvent in an 
other wise known process is not a patentable modification). Also, it was known in 
the art at the time of the invention that THF, which is an ether, tends to form 
peroxides, so carrying out the reaction in different solvents would have been 
obvious. 

In regards to the one-pot synthesis of 3-Cyano-4-methyl-7-nitro-1 H-indole, it 
would have been obvious to attempt to carry out this synthesis in a one-pot 
synthesis in view of Grassier et al. 

One of ordinary skill would have reasonable expectation of success in practicing 
the instantly claimed processes. One would be motivated to carry out the instant 
processes in an attempt to find optimal conditions for carrying out a known 
process. Therefore, the instant claims are prima facie obvious. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning tliis communication or earlier communications from the 
examiner should be directed to KRISTIN BIANCHI whose telephone number is 
(571)270-5232. The examiner can normally be reached on Mon-Fri 7am-3:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on 571-272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status Information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Kamal A Saeed/ 

Primary Examiner, Art Unit 1626 



Kristin Bianchi 
Examiner 
Art Unit 1626 



